Paroxetine is a commonly used serotonin-reuptake inhibitor for the treatment of various psychiatric disorders. Available literature is sparse with cases of paresthesia that occur during withdrawal of paroxetine, there are fewer reports of paresthesia during the initiation. Here we report a case of panic disorder who experienced tingling of the tongue during the initiation phase of paroxetine, and whose paresthesia resolved only after the withdrawal of the drug. When paroxetine was introduced, the patient was already on alprazolam monotherapy. Therefore, the previously activated GABAergic state with alprazolam was probably further augmented with paroxetine. We suggest that the serotonin receptor supersensitivity related to panic disorder might have been a vulnerability factor for paresthesia, and the hypergabaergic state caused by alprazolam and paroxetine combination made the paresthesia evident in our case. This is the first report of a case with paresthesia in a combination of alprazolam and paroxetine. We might suggest that in patients who develop paresthesia during psychotropic use, the clinician's first step might be to just decrease the dosage of the drugs before further clinical and laboratory evaluation of the patient for paresthesia.
The European Research Journal 2019;5(2): [410] [411] [412] aroxetine is a commonly used serotonin-reuptake inhibitor (SSRI) for the treatment of various psychiatric disorders. Besides the side-effects common to all SSRIs during the initiation phase, paroxetine is also well-known for discomforting initiation and discontinuation symptoms [1] , one of which is paresthesia [2] [3] [4] . Paroxetine has been reported to increase the risk difference for paresthesia in 1.7% of users [1] . While available literature is sparse with cases of paresthesia that occur during withdrawal of paroxetine, there are fewer reports of paresthesia during the initiation [5, 6] .
Here we report a case who experienced tingling of the tongue during the initiation phase of paroxetine, and whose paresthesia resolved only after the withdrawal of the drug. Written informed consent was taken from the patient prior to reporting.
CASE PRESENTATION
A 47-year-old female patient with a diagnosis of panic disorder was followed-up by the first author. She had been medication free for two years because she had benefited from cognitive therapy and was able to deal with her daily worries. However, after the sudden death of a close relative her anxiety levels increased, insomnia and appetite loss developed and continuous palpitations, and shortness of breath started. After working through her loss and supporting her with alprazolam 0.5 mg twice daily her symptoms continued by the end of one month, and she began experiencing panic attacks. Therefore, paroxetine 10mg/day was added to the treatment. She had used and benefited from paroxetine 30 mg/day previously without any initiation or discontinuation symptoms, however, this time when the dosage was increased to 30 mg/day by the third week she started complaining about tingling sensations in her tongue. A full blood count and blood biochemistry including vitamin B12, folic acid, magnesium, calcium, iron, vitamin D3, thyroid function tests, liver function tests were all in the normal range. The patient was examined by a neurologist. Cranial imaging was not necessary because the patient was functioning well generally and her neurological symptoms included only the tingling in the tongue.
She had thought this tingling might be related to anxiety and increased alprazolam to 1.5 mg/day daily without any benefit. Therefore we suspected that paroxetine might be causing the tingling, and it was decreased to 20 mg/day, but the tingling sensation stopped only after paroxetine was discontinued altogether. She was started on escitalopram. However, after six weeks of escitalopram 20 mg/day she wanted to give paroxetine another try because her anxiety was still very discomforting and she admitted that her anxiety would seem to get better only after she took alprazolam. Unfortunately, she reported the same tingling sensation on her tongue again after switching to paroxetine. Tingling disappeared after stopping paroxetine. She was started on duloxetine 30 mg/day which was increased up to 60 mg/day. She has not reported any tingling sensations in her tongue and is anxiety free for the past eight months. Naranjo's adverse effect scale was applied retrospectively [7] . The score was 8.
DISCUSSION
As a general rule, for the treatment of psychiatric disorders, it is convenient to choose the molecule that the patient had benefited from during previous episodes, that is why paroxetine was selected for our patient. Reappearance and disappearance of the tingling sensation when paroxetine is used and stopped suggests that this paresthesia was caused by paroxetine. Naranjo's adverse effect scale was applied retrospectively. The score was 8. A score of 5-8 for the scale indicates "probable" relation between the drug and the adverse event [7] . Therefore, we can't say that the relation between tingling in the tongue and paroxetine and alprazolam use is not definite but probable. It is of note that she had not previously experienced any important side-effects related to paroxetine before.
Some of the factors that may contribute to adverse drug reactions are age, gender, maternity status, smoking, alcohol use, polypharmacy, drug dosing and drug frequency or the pathophysiology of the disease [8] . Paroxetine is a potent inhibitor of CYP2D6, and this may be responsible for some side-effects related to its use in combination with other drugs. Paroxetine was combined with alprazolam in our patient which is a conventional approach, especially in panic disorder patients to accelerate treatment response at the initiation of SSRI treatment [9] . Alprazolam is neither a substrate nor an inducer of the CYP2D6 system. Therefore alprazolam is not supposed to interact with the metabolism of paroxetine. In a previous study, the combination of paroxetine with alprazolam at steady state in healthy volunteers, there were no pharmacological interactions [10] . Our patient was not on any other drug than alprazolam, was not using alcohol and was not a smoker.
Serotonin receptor supersensitivity has been suggested for the pathophysiology of paresthesia experienced during withdrawal from SSRIs [4] . It has also been reported that patients with panic disorder show serotonin receptor supersensitivity [11] . Therefore, the patient's clinical syndrome of panic disorder itself might have increased her vulnerability to the drug-related paresthesia.
Due to anticholinergic and other receptor features, paroxetine can cause jitteriness or activation syndrome. However, the drug was titrated slowly, starting with 10 mg the first week and reaching 30 mg/day by the third week. Therefore, probable activation syndrome through 5HT2C receptor was not considered [12] . The patient had no other neurological signs other than the tingling in the tongue. She did not describe increased irritability or any myoclonic activity that would suggest jitteriness.
Benzodiazepine withdrawal may cause paresthesia, but alprazolam dosage remained the same when paroxetine was introduced [13] . When benzodiazepines bind to the GABA A receptor, the receptor is allosterically modulated, and GABA exerts a greater effect on the chloride channel, resulting in stronger inhibition. Benzodiazepines activate GABA receptors [14] . SSRIs increase cortical GABAergic activity [15] .
When paroxetine was introduced, she was already on alprazolam monotherapy. Therefore, the previously activated GABAergic state was probably further augmented with paroxetine. It might be argued that serotonin receptor supersensitivity related to panic disorder might be a vulnerability factor for paresthesia, and the hypergabaergic state caused by alprazolam and paroxetine combination made the paresthesia evident.
CONCLUSION
This is the first report of a case with paresthesia in a combination of alprazolam and paroxetine. We might suggest that in patients who develop paresthesia during psychotropic use, the clinician's first step might be to just decrease the dosage of the drugs before further clinical and laboratory evaluation of the patient for paresthesia.
Informed consent
Written informed consent was obtained from the patient for publication of this case report and any accompanying images.
